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Laboratory Practice Standards, which are consistent with the OECD Principles ofGood
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SUMMARY

‘The objectiveofthis study was to determine the potential toxicityof H-25435 following repeated
dermal exposure. The test substance was applied to the shaved, intact skin ofmale
Crl:CD*(SD)IGS BR rats for6 hours/day for 28 consecutive days. Three groups of 10 male rats
were treated dermally with 10, 100, and 1000 mg/kg/day H-25435. A control group of 10 male
rats was similarly treated with deionized water. The rats were observed for mortality, clinical
signs, dermal effects, and body weight effects during the study. Food consumption was
determined weekly during the study. Blood samples for total fluorine were collected on test days
~4,3,9, and 21. Bloodand urine samples were collected for clinical pathologypriorto sacrifice
onday 29. All rats underwent necropsy for gross and microscopic pathological evaluation.

There were no effects on body weight, food consumption, food efficiency, or mortality at any
dosage. No clinical signs attributableto systemic toxicity occurred. No dermal imitation was
observed during the study.

Some fluorine was present in the day 21 blood from rats dosed with the test substance, indicating
exposure to a fluoride-containing compound. This finding was considered to be treatment-
related but not adverse.

Organ weights were not different in a dose response fashion in either incidence or severity.
~~ Gross observations and microscopic findings occur spontaneously in ratsofthis strain and age

‘and were not present in adose response fashion in either incidence or severity.

There were no adverse changesinhematology parameters. Aspartate and alanine
aminotransferase activities were increased along with increased sorbitol dehydrogenase activities
in ratstreatedat 1000 mg/kg/day. These increases were considered to be potentially adverse.
Urine fluoride was increased in rats treated at 1000 mg/kg/day, indicating exposure to and
‘metabolism ofa fluoride-containing compound. This urine fluoride increase was considered to
be treatment-related but not adverse.

Based on the presenceofmildly increased liver enzymes at 1000 mg/kg/day, the no-observed
effect level (NOEL)' for the dermal exposureofH-25435 under the conditionsof this study was.
100 mg/kg/day for male rats.

i * The NOEL for this study i defined as the highest dose at which oxicologically important effect attributable to{ the test substance were not detecid. Thus,for this study, the NOEL is equivalent tothe NOEL as defined by—~ the USS. EPA (1985) and 10 the no-observable-adverse-ffec level (NOAEL)a defined by the European Union
(1994),

Company Sanllized. Doss not contain TSCA CBI
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INTRODUCTION

The purpose ofthis study was to evaluate the toxicity of H-25435 in rats when administered
dermal for 28 days. This study was intended to provide insight to the possible human health
hazards associated with repeated dermal exposures tothetest substance over a limited period of
time.
A range-finding study was conducted to id in dosage selection for the 28-day ermal study.
Groups of 2 male rats received dermal applicationsofH-25435 at dosages of 10, 60, 500, or
1000 mg/kg for6 hours for 4 consecutive days. No derma imitation was observed, and no test
substance-relted clinical signs or body weight losses occurred. Based on the lack oftoxicity
observed in the range finding study, dosagesof 0, 10, 100, and 1000 mg/kg/day were selected for
the 28-day study.

STUDY DESIGN
Group Number/Group Dosage (mgks)

T 10 0
m 10 10
v 10 100

~ vi 10 1000

MATERIALS ANDMETHODS

A Test Guidelines
Except as noted below, the study design complics withthe following test guidieines:
+ Office of Prevention, Pesticides and Toxic Substances (OPPTS) U.S. Environmental

Protection Agency (EPA) (1998). OPPTS 870.3200 21/28-Day Dermal Toxicity. Health
Effects Test Guidelines.

+ Organisation for Economic Co-Operation and Development (OECD) (1981). 410 Repeated
Dose Dermal Toxicity: 21/28-Day Study. Guidelinefor Testing of Chemicals

Only male rats were treated. This exception did not affect the objectives or validityofthe study
because males are the more sensitiv sex to the toxicological effects of fluorinated test
substances such as H.25435.

i
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~ B. Test Substance

‘The test substance, H-25435, was supplied by the sponsor as an amber brown liquid. The testsubstance appeared to be stable under the conditionsofthe study. No evidence of instability,such as a change in color or physical state, was observed.
All ofthe test substance administered was assumed to be available for absorption. For the‘purposesofthis study, all toxic effects were reported as a functionofthe administered dosage.

C. Test Species

On October 15, 2002, 44 male Crl:CD®(SD)IGS BR rats, with an assigned birth date ofSeptember 2, 2002,werereceived from Charles River Laboratories, Inc., Raleigh, NorthCarolina.

‘The Crl:CD®(SD)IGS BR rat was selected because extensive background information is
available from the literature, the supplier, and previous studies conducted at Haskell Laboratory.“This strain is also considered suitable relative to hardiness and low incidenceof spontaneousdisease.

D. Animal Husbandry
~~ I. Housing

Rats were housed singly in stainless steel, wire-mesh cages suspended above cage boards.
2. Environmental Conditions

Animal rooms were maintained at a temperature of 19-25°C and a relative humidity of 30-70%.Animal rooms were artificially illuminated (fluorescent light)onan approximate 12-hourlight/dark cycle. Excursions outsideofthese ranges were ofinsufficient magnitude and/orduration to have adversely affected the validity ofthe study.

3. Feedand Water

- ‘Tap water was provided ad libitum. PMI® Nutrition International, LLC Certified Rodent :LabDiet® 5002 meal was available ad libitum except whenthe rats were fasted.

4. Mdentification

Prior to assignment to groups, each rat was temporarily identified by a cage card affixed to theoutsideofits cage. After assignment to groups,eachrat was assigned a unique 6-digit Haskellanimal numberand an individual cage identification number. The last 3 digitsofthe Haskell| animal number were tattooed on the tail ofeach rat. The information on the cage labels included[ —~ the Haskell animal number and the individual identification number assigned to each rat,

‘Company Sanitized. Doos not contain TSCA CBY
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—_ 5. Health Monitoring Program

As specified in the Haskell Laboratory animal health and environmental monitoring program, the
following procedures are performed periodically to ensure that contaminant levels are below
those that would be expected to impact the scientific integrity ofthe study:
* Water samples are analyzed for total bacterial counts, and the presenceofcoliforms, lead,

and other contaminants.

+ Feed samples are analyzed for total bacterial, spore, and fungal counts.

* Samples from freshly washed cages and cage racks are analyzed to ensure adequate sanitation
by the cagewashers.

Certified animal feed is used, guaranteed by the manufacturer to meet specified nutritional
requirements and not to exceed stated maximum concentrations ofkey contaminants,includingspecified heavy metals, aflatoxin, chlorinated hydrocarbons, and organophosphates. The.
presenceofthese contaminants below the maximum concentration stated by the manufacturer
‘would not be expected to impact the integrityofthe study.

‘The animal health and environmental monitoring program is administered by theattending
laboratory animal veterinarian. Evaluation ofthese data did not indicate any conditions that
affected the validity ofthe study.

|
| =~ E. Pretest Period

| Upon arrivalatHaskell Laboratory, the rats were quarantined for6 days. The rats were weighed
3 times and examined daily for any clinically apparent signsofdisease or injury.
Onthebases ofacceptablebodyweightgainsand clinical signs, the rats were released from

| ‘quarantine on test day -8 by the laboratory animal veterinarian's designee.

F. Assignment to Groups and Study Start

Forty rats were selected for study use on the bases ofadequate body weight gain, freedom from
clinical signs ofdiseaseorinjury, anda body weight within & 20% ofthe mean. The selected
rats were divided by computerized, stratified randomization into 4 groupsof 10 rats, so that there
‘were no statistically significant differences among group body weight means.

Dose administration with H-25435 began on test day 0 when the rats wereapproximately
8 weeks of age.

G. Test Substance Preparation and Administration

On the day prior to the first treatment, thefur ofeach rat was closely shaved to expose the skin
~ from the back and trunk. On each dayoftreatment,therats wore plastic collars during the

Company Sanitized. Docs riot contain TSCA CBItreeeeeme——————em eT08.CFTe
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exposure period to prevent ingestionofthe test substance and disruptionofthe wrappings. The

~~ area to be treated was marked onthebackof cach rat with a water-insoluble marker. The
approximate total body surface area coveredforthe 0, 10, 100, and 1000 mg/kg/day groups was.
1.2%, 0.1%, 0.3%, and 1.5%, respectively. The volume ofneat test substance or vehicle was not
sufficient to cover 10%ofthe total body surface area. The test substance was appliedevenlyand

asthinlyas possible to the test site. The test substance was covered with a 2-ply porous gauze
dressing followed by successive layersofstretch gauze (no more than 8 layers) and self-adhesive
‘bandage. Each dayofdosing, the control rats received the same volumeofdeionized water as
the high-dose treatment group. The rats were treated at approximately the same time each day.

Groups of 10 male rats were treated at dosagesof0, 10, 100, or 1000 mgoftest substance per kg
‘body weight. The ratsweretreated for 28 consecutive days. The amountofneat test substance
needed to treat each rat was based on the most recently determined body weight measurement
andthe test substance density of 1150 mg/mL.

‘The exposure period was approximately 6 hours. After the exposure period, the collars and
‘wrappings were removed and the test site was wiped with a wet paper towel and washed with
‘warm tap water. The test siteofeach rat was thengently patted dry and the rat was returned to
its cage. Control animals received the same washing technique as the treated animals.

‘The animals were reshaved as needed during the studyto facilitate the evaluation of dermal
effects. The entire area that was originally shaved (including the untreated control skin) was
reshaved. The animals were shaved only after an evaluation.~~

H. Body Weights

All rats were weighed at 3-4 day intervals during the study.

L Food Consumption and Food Efficiency

“The amount of food consumed by each rat was determined once per week throughout the study.
Individual food consumption was determined by weighing the amountofdiet in cach feeder at
the beginning and end ofthe week and subtracting the final weight and the amountofspillage
from the feeder during the week from the initial weight. From these measurements, mean daily
food consumption was determined. From the food consumption and body weight data, mean
daily food efficiency was calculated.

J Mortality and Clinical Observations

| The rats were checked twice daily for mortality and for signs ofillness, injury, or abnormal
behavior.

| Comoany Sanitized. Does not contain TSCA CE
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—_ ‘The rats were observed for clinical signsoftoxicity and dermal effects after removalofthe testsubstance. The Draize Scale was used to score skin imitation. Adjacent areasof untreated skinwere used for comparison. The rats were also observed for clinical signs at each weighing.

K. Total Fluorine and Perfluorooctanoic Acid Level Evaluations
Blood was collected into EDTA tubes from the orbital sinusofthe first 5 rats in each group ontest days -4, 3, 9, and 21 approximately one hour after removalofthe test substance. The blood
was refrigerated. The total fluorine contentofthe day 21 blood samples was determined by usinga Wickbold torch combustion method followed by analysis with a fluoride ion selective
electrode. The remaining samples were not analyzed. Fluorine blood analysis was performed atJackson Laboratory, Deepwater, New Jerscy.
‘Additional blood was collected from the vena cavaofall ats at necropsy into a tube containing
EDTA. Plasma was prepared and stored frozen at -80°C to -20°C. Concentration of
perfluorooctanoic acid (PFOA) will be determined. The resultsofthe analysis will be presented
ina supplemental report.

L. Clinical Pathology Evaluation

A clinical pathology evaluation was conducted on all ats 29 days after initiationofthe study.~~ The day before collectionofsamples for the clinical pathology evaluation, the animals were
placed in metabolism cages. These animals were fasted overnight (approximately 16 hours) and
urinewascollected from each animal. Blood samples for hematologyandclinical chemistry
measurements were collected fromtheorbital sinusofeach animal while the animal was under
carbon dioxide anesthesia. Blood was collected from the vena cava and was placed in a serum
tube, processed to serum, and frozen at 80°C. Bone marrow smears were prepared at sacrifice
from all surviving animals. Bone marrow smears were stained with Wright's stain, but analysis‘was not necessary to support experimental findings.

1. Hematology

Blood samples were evaluated for quality by visual examination prior to analysis. Complete
blood counts, including reticulocytes, were determined on a Bayer® Advia 120 hematology
analyzer or determined from microscopic evaluationofthe blood smear. Wright-stained bloodsmears from all animals were examined microscopically for confirmationof automated results| and evaluationofcellular morphology. Blood smears, stained with new methylene blue, were
prepared from each animal undergoing a hematology evaluation but were not needed for
examination.

[ “The following hematology parameters were determined:
| red blood cell count red cell distribution width

hemoglobin absolute reticulocyte count
[ hematocrit platelet count
| ‘Company Sanltized. Doss not contain TSCA C81—_—_— ST rmnTStACies
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—_ ‘mean corpuscular volume ‘white blood cell count
‘mean corpuscular hemoglobin differential white blood cell count
‘mean corpuscular hemoglobin concentration microscopic blood smear examination

2. Clinical Chemistry

Serum clinical chemistry parameters were determined on a Roche Diagnostics (BMC)/Hitachi®
717 clinical chemistry analyzer. Plasma fluoride concentrations were determined usinga phil2
PH meter and a fluoride-selective electrode.

‘The following clinical chemistry parameters were determined:

aspartate aminotransferase: glucose
alanine aminotransferase: total protein
sorbitol dehydrogenase albumin
alkaline phosphatase globulin
total bilirubin calcium
urea nitrogen inorganic phosphorus
creatinine sodium

cholesterol potassium
iglycerides chloride

fluoride®

~ 3. Urinalysis

Urine volume and appearance (quality, color, and clarity) were measured and evaluated visually,
respectively. Urine constituents were semi-quantitatively measured on a Bayer Clinitek® Atlas™
Automated Urine Chemistry analyzer. Urine protein was measured on a Roche Diagnostics
(BMC)/Hitachi® 717 clinical chemistry analyzer. Urine osmolality was determined using an
Advanced Osmometer 3900. Urine fluoride concentrations were determined using aphil2 pH

i meter and a fluoride-selective electrode, and total urine fluorides were calculated (volume x
| concentration). Sediments from all urine specimens were evaluated microscopically.
| The following urinalysis parameters were determined:

quality ketone
color 5 bilirubin .
clarity blood
volume urobilinogen
osmolality fluoride”
pH protein

glucose microscopic urine sediment examination

—_ * Fluoride determination was analyzed on EDTA plasma.| * FriedmanvoabdfomhvihOTA ie
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—_ M. Anatomic Pathology Evaluations

Rats were fasted after 3 p.m. onthe afternoon before their scheduled sacrifice. A final sacrifice
‘was performed on the rats following the final clinical pathology evaluation. All ats sacrificed bydesign underwentagrossand microscopic evaluation. Rats were euthanatizedby carbon dioxide
anesthesia and exsanguination. The orderofsacrifice was random among al treatment groups.
The following tissues were collected from the rats:
gross observations*
liver”
kidneys”
thyroid gland (after fixation)"
skin (treated and untreated)
testh-———————————
a Gross observations made at necropsyforwhich histopathology was not approprise (eg. uid, ufled fur, andmissing anatomic pars) was generally ot collected.
b Organs weighed

All tissues were placed in an appropriate fixative.

‘The rats had the following organs weighed: liver, kidneys, and thyroid. Relative organ weights
(percentof final body weight) were calculated. Final body weights determined just prior to

| ~— ‘necropsywere used in the assessmentof organweight changes.

| Tissues collected from rats in the high-dose and control group were further processed to slides,
stained with hematoxylin and eosin, and examined microscopically. Most gross lesions and any

| additional target organs from rats in the low- and intermediate-dosage groupswereevaluated
‘microscopically. Selected gross observations for which a microscopic diagnosis wouldnotbe
additive (c.g. osteoarthritis, pododematits, chronic tal dermatitis, calculus, and deformities of
the teeth, toe, til, or car pinna) were saved, but were not processed for microscopic evaluation.

|

—_
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N. Statistical Analyses

Significance was judged at p < 0.05.

Nithod of Steal Aas
Trelminry est snot |preliminary ersPrliminasy Test ignifcant significant
‘Sequential application” of| {mis forret occkor end? |Toone apo [Plime ocBody Weight Ry pairwise comparison

Body Weight Gain owFood Consumption ;
Food Efficiency ovens ; rg One-way analysis of Kruskal-Wallis test?"
Organ Weight apeWi test fo variance followed with | followed with Dunn'sShp Wikis fr | EIS ley

Levens es For orOne-way analysis of Kruskal-Wallis test"ening anysClinica Pathology tomogeciot®and | vatance? followed with | flowed with Dunsapie or [ents [otsoma
Sail
incidence of Clinical x‘Obscrvations Cochran-Armitage testfortrend”

Incidence ofDenna Efects
a Pairwise comparison and associatedpreliminarytests wer oly conducted ithe tesfo lackofrend was

~~ significant.
Ith Shapiro-Wik test was nosgt but Levens st was significant, a robust versionofDunne esvs usd. TeShapiro Wilk etwas significant, Kruskal Wall fst was owed by Dus est.

© Ifthe incidencewas notsignificant,but asignificant lackoffitoccurred,then Fisher'sExacttest”witha.Bonferroni comecion vas ed
4 When an individual Observation as recorded being es thn certain valu, cleltions wero performedon halfhe recorded valu. Forexample, ifilirabin was reported a <.1, 0.0 was usd for any clclatonsperformed wih hat bliin daa

|
|

|

| ~

| Company Sanitized. Does not contain TSCA CB
—



H-25435: Repeated-Dose Dermal Toricity
28-Day Study in Male Rats DuPont 11574

—~

RESULTS AND DISCUSSION

In-Life Toxicology

A. Mean Body Weights and Body Weight Gains
(Tables 2-3, Figure 1, Appendix B)

No effects on body weights or body weight gains occurred in any groupofrats dosed with the
test substance, H-25435.

B. Food Consumption and Food Efficiency
(Tables 4-5, Appendix C)

No effects on food consumption or foodefficiency occurred in any groupofrats dosedwiththe
test substance.

C. Clinical Observations, Dermal Evaluations, and Survival
~~ (Tables 6-8, Appendices D-F)

No clinical signs resulting in systemic toxicity occurred. Red ocular discharge was observed in
all rats during the study. Red nasal dischargeand swollenface were observedinrats in all dose
‘groups. These clinical signs are considered to be due to the wrapping/collar application
procedure. Superficial wounds and hair loss were presentin both treatedand control animals and
were not considered test substance-related. The observationofdark eye in one rat treated at
100 mg/kg wasshortin duration, was not observed in any other rats, and therefore is not

( considered to be test substance-related.

| No dermal irritation was observedduring the study.

| No deaths occurred.

D. Blood Fluorine Analysis
(Appendix G)

‘There was some fluorine present in the day 21 blood from rats dosed with the est substance.
‘This indicated exposure to a fluoride-containing compound and is considered to be treatment
related but not adverse. Two rats treated at 10 mg/kg/day had fluorine levels below the limit of
quantification (LOQ). The remaining 3rats had levels ranging from 0.52 to 5.96 ppm. The rats

—_ treated at 100 mg/kg had levelsoffluorine ranging from 0.54 to 0.78 ppm. Two rats treated at

| Company Senltized. Does not contain TSCA CEI
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~~ 1000 mg/kg/day had fluorine levels below the LOQ. The remaining 3 rats had levels ranging
from 1.22 t0 1.38 ppm. All valuesforthecontrol rats were below the LOQ.

E.  In-Life Conclusions

Under the conditionsofthis study, the no-observed-effect level for inlife parameters was
1000 mg/kg/day for male rats based on the absenceofadverse effects.

Clinical Pathology Evaluations

A. Hematology
(Table 9, Appendix H)

There were no adverse changes in hematologic parameters in males. The following statistically
significant changes in mean hematologic parameters were considered to be non-adverse or not
related to exposure to the test substance:

+ Mean red cell parameters (red cell count, hemoglobin, and hematocrit) were similarly
decreased in males dosed with 10, 100, or 1000 mg/kg/day (statistically significant for red
cell count at 10 mg/kg/day, andfor hemoglobin and hematocrit at 100 and 1000 mg/kg/day).

~— ‘There was no dose-relationshiptothe changes, despite the 100-fold range ofdoses. There
‘were no correlative changes in other red cell parameters (reticulocytes, indices, or
morphology) that would be expectedwith processes thatalterred cell mass. In addition, red
cell mass parameters for the three dosed groups were similar to thatof the control groups on a
recent dermal study." It is likely that the apparent decrements in red cell mass were due to

higherthanusual red cell mass inthe control group,rather than a direct effectofthe
compound. Therefore, these changes were considered to be unrelated to treatment.

+ Eosinophils were minimally increased in males dosed with 1000 mg/kg/day (147%ofcontrol
group mean). Due to the consistencyof change, this increase was likely to be due to
treatment. There were no other alterations in leukocyte counts, and no correlative histologic
changes. In addition, eosinophils countsofall individual ratsdosed with 1000 mg/kg/day
were withinthe rangeofthe control group counts. Therefore, although this change was

| possibly related to treatment, it was considered to be non-adverse. :

B. Clinical Chemistry
| (Table 10, Appendix H)

| Aspartate and alanine aminotransferase activities were minimally (aspartate aminotransferase) to
| mildly (alanine aminotransferase) increased in some males dosed with 100 or 1000 mg/kg/day.
| Inthese groups, mean activities were statistically significant, and were 133-144%ofcontrol for
~ aspartate aminotransferase, and 200-222%ofcontrol for alanine aminotransferase. In individual
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—_ affected rats, generally activities ofboth enzymes were elevated. Sorbitol dehydrogenase wasalso increased in affected rats in both groups, although mean activities were not statisticallydifferent from the control mean. The presenceofincreased transaminasesand sorbitol
dehydrogenase indicates hepatocellular injury. Histologically, there were no alterations in the
liver. Due to the magnitudeofthe change, this effect was considered to be potentially adverse.
‘There were no other adverse changes in clinical chemistry parameters. The following statistically
significant changes in mean clinicalchemistryparameters were considered to be non-adverse or
notrelatedto exposure to the test substance:

+ Alkaline phosphatase was minimally increased in males dosed with 1000 mg/kg/day (mean
was 136%ofcontrol group mean). This change was possibly related to treatment. However,the magnitudeofchange was very small. In addition, there were no alterationsincorrelative
clinical or anatomic pathology parameters. Increased alkaline phosphatase activity did not
occur inthesameratsthathad increased transaminase and sorbitol dehydrogenase activities.
‘Therefore, although this change was possibly related to treatment, it was considered to be
non-adverse.

«Bilirubin was statistically and minimally increased in males dosed with 1000 mg/kg/day
(133%ofcontrol group mean). Mean and individual bilirubin concentrations for this group
(mean: 0.12 mg/dL, individual values: <0.10 to0.16 mg/dL) were well within the historical
age-matched control range (control mean range: 0.09-0.29 mg/dL; rangeofindividual
animals: 0.07-0.33 mg/dL). Based on individual rat data compared to the control and other~ treated groups, this change was unlikely to be related to treatment. Regardless, the
magnitude ofchange was very small, and non-adverse.

+ Cholesterol was minimally increased in males dosed with 10, 100, or 1000 mg/kg/day.
Although this change may have been related to treatment, the magnitudeofchange was very
small, and was not expected to result in adverse events. Thercfore, this change was
considered to be non-adverse.

+ Triglycerides were minimally increasedinmales dosed with 10, 100, or 1000 mg/kg/day
(147%, 150%, and 187%ofcontrol group means; statistically significant only at
1000 mg/kg/day). Increased triglycerides were likely to be treatment-related. However, the
magnitudeof change was very small, and was not expected to result in adverse events.
Therefore, this change was considered tobe non-adverse.

‘The following statistically significant change in mean clinical chemistry parameters was
considered to be non-adverse because it was unrelated to dose:

+ Minimally decreased albumin in malesdosed with 100 mg/kg/day
i

C—~
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~ C. Urinalyses
(Table 11, Appendix H)

‘There were no adverse changes in urinalysis parameters. The following statistically significant
changes in mean urinalysis parameters were considered to be non-adverse:

+ Urine osmolality was mildly decreased (629%ofcontrol group means) in males dosed with
1000 mg/kg/day. This was associated with an appropriate tendency (not statistically
significant) towards minimally higher urine volumes in this group. There were no alterations
in other renal parametors on this study. The presenceofdecreased osmolality with increased
urine volume, in the absenceofother changes in renal parameters, has no toxicologic
significance. Therefore, this change was considered to be non-adverse.

+ Urine protein concentration was decreased in males dosed with 1000 mg/kg/day. Decreases
in urine protein concentration were secondary to increased urine volume. In addition,
decreases in urine protein have no toxicologic significance. Therefore, this change was
considered to be non-adverse.

D. Urine and Plasma Fluoride

‘There was no effectoftreatment on plasma fluoride concentration.

~~ Urine fluoride (total fluoride excreted ovemight) was increased in males dosed with
1000 mg/kg/day (Text Table I). Increased urine fluoride indicates exposure to and metabolism of
a fluoride-containing compound.

Text Table I: Mean urine fluoride for males

[Parameter units)| 0 "10 [100T1000|
UFLU (ng) 8 | 174 | 192 | 33.9
%ofcontrolmean| NA | 118%| 130%| 220%

Statistical significance is indicated by bod alcizd type

. E. Clinical Pathology Conclusions. .

In conclusion, dermal dosingofmale rats with 1000 mg/kg/day resulted in increased aspartate
‘and alanine aminotransferase activities, along with increased sorbitol dehydrogenase activities, in
some rats. This change was consideredtobe potentially adverse. Urine fluoride was increased
in males dosed with 1000 mg/kg/day; this change indicated exposure to and metabolism ofa
fluoride-containing compound, and was considered to be treatment-related but non-adverse.
‘Therefore, under the conditionsofthis study and for the clinical pathology parameters measured,

| —~ the no-obscrved-effect level was 100 mg/kg/day for male rats, based on the presenceofmildly
increased liver enzymes at 1000 mg/kg/day.
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—~ Anatomic Pathology Evaluations

A. Mortality

There were no early deaths.

B. Organ Weights
(Table 12, Appendix I)

Organ weights were not different in a dose response fashion in either incidence or severity.

C. Gross Observations
(Table 13, Appendix J)

All gross observations noted are known to occur spontaneously in ratsofthis strain and age and
‘were not present in a dose response fashion in either incidence or severity.

D. Microscopic Findings
(Table 14, Appendix J)

~~ All microscopic observations noted are known to occur spontaneously in ratsofthis strain and
age and were not present in a dose response fashion in either incidence or severity.

E. Anatomic Pathology Conclusions

Under the conditionsofthis study, the no-observed-effect level for pathology was
1000 mg/kg/day.

|

| Company Sanftized. Does not contain TSCA CBIr—————————————ee?TOATie



25435:Repeated: Dose Dermal Toc28-Day Sudy in Mle Rats Dupon11574eDySudynMaorss 0000 owewnsw
—_

CONCLUSIONS
No deaths occurred during the study, No adverse test substancerelated effects on body weight,foodconsumption, ood efficiency, clinical signs,ordemal iritation were seen in maleras thatreceived 28 applications of H-25435 applied daily to the shaved skin. Organ weight differences,gross observations, and microscopic findings were considered to occur spontaneously in rasand/or were not present in adose response fashion. There were no adverse changes inhematology or urinalysis parameters.
Dermal administration of H-25435 resulted in increased aspartate and alanine aminotransferaseactivities along with increased sorbitol dehydrogenase activities at 1000 mg/kg/day.
The no-observed-effect level (NOELY" was 100 mg/kg/day based on the presenceofmildlyincreased liver enzymes at 1000 mg/kg/day.

RECORDS AND SAMPLE STORAGE
All data and records for analytical characteizations conducted by the sponsor will be retained bythe sponsor. Laboratory-specific or site-specific aw data, such as personnel files and equipment.pe recordswillbereainedbyth facility where thework wasdone.
A sampleofthe test substance wil be collected for archive purposes and retained at HaskellLaboratory, Newark, Delaware. Specimens if applicable), raw data, an the final report will beretained at Haskell Laboratory, Newark, Delaware or at Iron Mountain Records Management,} Willington, Delaware.
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TABLES

EXPLANATORY NOTES

ABBREVIATIONS:

‘Summary of Hematology Values
RBC - red bloodcellcount
HGB - hemoglobin
HCT - hematocrit
MCV - meancorpuscular volume
MCH - mean corpuscular hemoglobin
MCHC - mean corpuscular hemoglobin concentration
RDW -redcelldistribution width
ARET - absolutereticulocytecount
PLT - platelet count
WBC - whitebloodcellcount
ANEU - absolute neutrophil (all forms)
ALYM - absolute lymphocyte
AMON - absolutemonocyte

—_ AEOS - absolute eosinophil
ABAS  - absolute basophil
ALUC - absolutelargeunstainedcell

SummaryofClinical Chemistry Values
AST - aspartateaminotransferase
ALT - alanineaminotransferase
SDH - sorbitoldehydrogenase

ALKP - alkalinephosphatase
BILI - totalbilirubin
BUN -ureanitrogen
CREA - creatinine
CHOL - cholesterol

. TRIG - triglycerides .
| GLUC - glucose :

TP - total protein
| ALB - albumin

GLOB - globulin
| CALC - calcium

PHS - inorganic phosphorous
NA - sodium
K - potassium

~~ CL - chloride
PFLU - plasma fluoride
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—~
TABLES

EXPLANATORY NOTES (Continued)

ABBREVIATIONS: (Continued)

‘Summary of Urinalysis Values
VOL - volume

UOSM urine osmolality
pH - the logarithmof thereciprocalofthe hydrogen ion concentration

URO - urobilinogen
UFLU - urine fluoride
UMTP - urine protein

NOTES:

‘Summary of Hematology Values
SummaryofClinical Chemistry Values
SummaryofUrinalysis Values

~ When an individual observation was recorded as being less than a certain value, calculations
were performed onhalfthe recorded value. For example,ifbilirubin was reported as <0.1, 0.05
was used for any calculations performed with that bilirubin data.
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125435: Repeated:Dose Dermal Toxicity
2-DayStudyin Male Rats DuPont-11574

TABLES

PERCENT SURVIVAL OF MALE RATS

Group: 1 m v vit
Dosage (me/ke) 0 10 100 1000

DaysonTest
0 100 100 100 100
7 100 100 100 100
14 100 100 100 100
21 100 100 100 100
2% 10 jo jo 100

Numberatstudy start 10 10 10 10
Aliveontestday 28 10 10 10 10

Percent Survival = (Numberofrats alive/Numberofrats at risk)*100
Number ofras at risk = Number at study start

b~ There were no statistically significant decreases in survival.
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28Day Study in Male Rats DuPont-11574

TABLE

SUMMARY OF HEMATOLOGY VALUES FOR MALE RATS

Group 1 GroupI Group V Group VII
0mghkg 10 mg 100mekg 1000 mle

RBC (x10°/uL)
DAY29 832 795% 7.95" 801

034(10) 036010) 036(10) 027010)
HGB (g/dL)

DAY 29 163 159 156+ 156%
056010) 06010) 0.6(10) 03010)

HCT (%)
DAY 29 482 466 46.0" 4s

18010) 1100) 18(10) 09010)
Mev (@)

DAY 29 580 587 578 571
18010) 18010) 1.4010) 15010)

MCH (pg)
DAY 29 196 200 19.6 194

05010) 06010) 0.6(10) 05010)
MCHC (gL)

DAY 29 38 340 340 340
03010) 06010) 0.6(10) 04010)

RDW (%)
DAY29 10 I8) 109 11

05010) 0.4(10) 03010) 0.5(10)
ARET (x10%4L)

DAY 20 1774 1905 1726 1851
49900) 422(10) 545(10) 35.5(10)

PLT (x10%4L)
DAY 29 1186 1277 1326 1265

. 1150) 1256), 157010) 175(8) }
WBC (x10%4L)

DAY29 1205 1217 1285 14.66
32700) 3.04(10) 215(10) 242010)

ANEU (1041)
DAY 20 1.70 1.59 137 200

091(10) 0.57(10) 021(10) 07200)
ALYM (x10uL)

DAY 29 961 9.85 1072 1169
232010) 27700) 2.14010) 182010)
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TABLE 9 (Continued)

SUMMARY OF HEMATOLOGY VALUES FOR MALE RATS

Group 1 Group II Group V Group VII
0mgkg 10 mg/kg 100mgkg 1000 mek

AMON (x10uL)
DAY 29 031 027 031 041

0.12(10) 0.06(10) 0.07(10) 0.13(10)
AEOS (x10°/uL)

DAY 29 017 021 019 025@
0.07010) 0.09(10) 0.06(10) 0.05(10)

ABAS (xI0/uL)
DAY 29 012 011 0.09 04

0.04(10) 0.03(10) 0.04(10) 0.06(10)
ALUC (x10%4L)

DAY 29 014 014 017 017
0.06(10) 0.08(10) 0.06(10) 0.08(10)

Dua amngedas: Mean
Standard deviation (Number ofvalues included in calculation)

Groupswithidentical values may varyinsaistcal significance, because tabulated statistics are rounded 0
fewerdecimal lacsthan the values usedfo statistical determination.

+ Statistically significant difference from conrol at p< 0.05 byDuet Tarhane-Dunnett st.
@Staisticallysignificantdifferencefiomconiroat p <0.05byDunstet

| Company Sanitized. Doss not containTSCA CBI
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r~

TABLE 10

SUMMARY OF CLINICAL CHEMISTRY VALUES FOR MALE RATS

Group I Group III Group V Group VII
0 mg/kg 10 mg/kg 100mgkg 1000 mgkg

AST (UL)
DAY 29 109 mn 145@ 157@

14(10) 8010) 41010) 79(10)
ALT (UL)
DAY 29 50 60 100@ me

8010) 15010) 37(10) 66(10)
SDH (UL)

DAY 29 28 135 206 139
29010) 38(10) 10.510) 5000)

ALKP (UL)
DAY 29 201 24 2s 2740

37010) 37010) 46(10) 52010)
BILI (mg/dL)
DAY29 009 012 0.12 0.2@

0.03(10) 0.02(10) 001010) 0.04(10)
BUN (mg/dL)

DAY 29 15 15 15 15
2310) 2310) 2010) 200)

CREA (mg/dL)
DAY 29 038 039 042 041

0.04(10) 0.03(10) 0.05(10) 0.0410)
CHOL (mg/dL)
DAY 29 a si si 57

6(10) 5(10) 10) 610)
TRIG (mg/dL)

DAY 29 30 a as 56@
| 10010) 15(10) . 1500) 19(10)

GLUC (mg/dL)
DAY 29 91 97 97 101

8(10) 13(10) 910) 1010)
TP (gL)

DAY 29 67 67 65 67
02010) 03010) 02(10) 02(10)

ALB (g/dL)
DAY 29 43 42 an a1

02010) 0.1010) 02010) 0.1310)

| Company Senitized. Does nc contain TSCA CRY
ws



L H:25435: Repeted-Dose Dermal Toxicity
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TABLE 10 (Continued)

SUMMARY OF CLINICAL CHEMISTRY VALUES FOR MALE RATS

Group I Group III Group V Group VII
0mgkg 10 mg/kg 100mgke 1000 mgke

GLOB (g/dL)
DAY 29 24 25 24 25

0200) 03010) 0.1010) 0.1010)
CALC (mg/dL)

DAY 29 108 108 105 10s
0.410) 04(10) 03010) 02010)

IPHS (mg/dL)
DAY 29 8.1 80 79 80

0.5010) 0.5(10) 05010) 0410)
NA (mmol/L)

DAY 29 150.0 149.8 149.7 149.0
1.5010) 1.6010) 12010) 14010)

K (mmol/L)
DAY 29 619 605 622 599

022010) 0.40(10) 039(10) 032010)
CL (mmol/L)

DAY 29 1024 1025 1039 1025
1.6010) 1.9010) 1.5010) 1.4010)

PFLU (ug/ml)
DAY 29 or ol 01 01

0.0(10) 0.0010) 00010) 0.0(10)

Duta orrnged ss: Mean
‘Standard deviation (Numberofvalues included in calculation)

+ Sutistclly igaficant difference fiom contol at p< 0.05 byDunnettTabane Dunnet test,
@ Sutistcallysignificantdifference fiomcontrol at p<0.05byDusfest. .

‘Company Sanitized. Doss not contaln TSCA By
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TABLE 11

SUMMARY OF URINALYSIS VALUES FOR MALE RATS

Group I Group I Group V Group VII
Omg 10 mgkg 100mgke 1000 mg/kg

VOL (mL)
DAY 29 86 102 77 108

7.6(10) 6310) 3910) 33010)
UOSM (mOsm)

DAY 29 1551 1235 1283 962@
903(10) 511010) 328010) 284010)

pH
DAY 29 68 69 72 68

03(10) 0.610) 070) 05010)
URO (BU/dL)

DAY 29 03 02 02 02
03(10) 0.0(10) 0.00) 0.0(10)

UFLU (ug)
DAY 29 148 174 192 39@

400) 43010) 53(10) 12.110)
| UMTP (mg/dL)

DAY 29 m 6 61 34
67010) 28(10) 38010) 11010)

Data arangedas: Mean
Standarddeviation (Number ofvalues includedincalculation)

* Sutisically significant difference fom controla p< 0.05 byDunnettTambane-Dumnet es,
@ Statisicaly significant difference from control at p< 0.05 by Dunn's st.

‘Company Saniized. Doss not contain TSCA Caf
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| APPENDICES
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I APPENDIX A

| Individual Daily Applied Dose Volumes
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| APPENDIX B

Individual Body Weights
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Individual Food Consumption
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APPENDIX D

Individual Clinical Observations and Mortality Records
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INDIVIDUAL CLINICAL OBSERVATIONS AND MORTALITY RECORDS

EXPLANATORY NOTES

Clinical observations reported in this appendix were recorded duringbodyweight collection.
Clinical observations recorded post-dosing are not included.

|

| Company Sanitized. Doos not contain TSCATE
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APPENDIX E
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| Individual Clinical Observations - Post-Dosing
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1.25435: Repeated-Dose Dermal Toricity
28-Day Study in Male Rats DuPont 11574

INDIVIDUAL CLINICAL OBSERVATIONS- POST-DOSING

EXPLANATORY NOTES

Clinical observations reported in this appendix were recorded daily after removalofthe test
substance. Clinical observations recorded during body weight collection are not included.

Company Sanlized. Doss not contain TSCA CBI
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| APPENDIX F

| Individual Edema and Erythema Scores
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—_

INDIVIDUAL EDEMA AND ERYTHEMA SCORES

EXPLANATORY NOTES

DRAIZE' SCALE FOR SCORING SKIN IRRITATION

| EvaluationofSkinReactions Score

Erythema and eschar formation:
INO IYERvss:0
Very slight erythema (barely DErceptible)..........rnnmnrenrnrmreemn 1 (Slight)
RY,V1)
MOGEIRE 10 SEVETE EXYICMIArss3 (Moderate)
Severe erythema (beet redness)toslight eschar formation (injuries in depth)......... 4 (Severe)

Edema formation:
NO CUAcrs: 0
Very slight edema (barely PErceptible)...........rvrvrrrmmrerremrirmire | (Slight)
Slight edema (edgesofarea well defined by definite TISING) ....ovrvrvrrve 2 (Mild)
Moderate edema (raised PPOXITAtely 1.0TI)veneers 3 (Moderate)

| Severe edema (raised more than 1.0 mm extending beyond the area of exposure). 4 (Severe)

a Drize,J. H, "Dermal Toxicity." The
| Editorial Commit ofthe AssociationofFood and Drug Official ofthe Urited Stacs, Austin, Texas, 1959,Pp. 46:59.

Company Saniizad. Does not contain TSCA CB
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APPENDIX G

Individual Blood Fluorine Levels

|

| ~
| Camnany Sanitized. Dassi cantain TSCA CBI
| 102



125435: Repeated-DoseDermal Toxicity
28DayStudy inMaleRas Dupont11574

BLOOD FLUORINE LEVELS
TEST DAY 21

Animal Dosage Fluorine

Number Grow  (mgkedsy) (ppm)

665732 1 0 <0.5*

665733 I 0 <0.5
665734 I 0 <0.5
665735 1 0 <0.5
665736 1 0 <0.5

665742 m 10 5.96
665743 mn 10 <05
665744 10 097

665745 m 10 0.52
665746 m 10 <0.5

r— 665752 v 100 0.78
665753 v 100 0.57
665754 v 100 0.54
665755 v 100 0.66
665756 v 100 0.6

665762 vi 1000 1.24

665763 VII 1000 <05
665764 VII 1000 <05

665765 vi 1000 122
665766 vi 1000 1.38

- a <0.is below he limitofquantification .

| ~~

| Company Sanitized. Does net containTSCA CBY

Sl —_———
|
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— APPENDIX H

Individual Animal Clinical Pathology Data
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~~
INDIVIDUAL ANIMAL CLINICAL PATHOLOGY DATA

EXPLANATORY NOTES
sessmvunsions:
peoma. adequate1 hot taken or not performedGk Cimpia condieion BY for testingOO © giana nor sufticiens for tentingBvD fami ror valleTo
Toatvidunl Hematolony values:om sample conditionfri pt65D hemegichinBEC hemsdocritBGG memn Sorpuscular volumeFoi DSi Corpuscuisr hesestiobinwie © Soin Cuter Reiohin concancrationFoi © rad elt distribution widthAFT © Dacia fecicuioores comeBi 1 pliceist counwe © BESHSIT coumeAE Sbesiute meutrophit (ald forma)Aim © dheoute lymphocyteJree idee Siepo EC ibeciuee basophilAD ioliteTareesmacasned cent
Tadividunl 20d Blood Coll Morphology Values:wom + normalRg D Glooyrossshie © lorealfae T moore:iY © pivoesiawe 1 FptianisBi © ethimeriesAoi © ScannoytesTe © fume cite
5 C oveli-dely body7 TREE Soc exantned: see whole blood sample condition

Individusl Waite Flood Coil / Platelet Morphology Values:om HermaSi Suse white blood cellsFog reptiinBy She bodies .RD ah CropiasnBCC bassoniiic Sriopiem565 1 placcier cuutoe escinsteG1 BearersBG.TL rR Roc examined: see whole blood sample condition

omyany Saniized. Doss not contain Tea ogy
-ws
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~~
INDIVIDUAL ANIMAL CLINICAL PATHOLOGY DATA

EXPLANATORY NOTES (Continued)
Asmsvarious:  (conesoued)
Individual Cutnical chemtatry vases:

Sp ser lipeslaFr gyre]hr 1 Separate minorsanstersseMr AE telnetranaterasson Sermicor asmvazogenase2x 1 Shaine horpnataseHE LEnEDTSm Seen nitopenam | SedanS81 Santen5 1 CiatveerisesXC hE1 Sal poretn1 seda sienSR aaSis © Srorountc prosperousnD seaED porassim
min plasma hesolyats £ros blast sample for fluoride determinationCE oe areStem arte~~ FER irked

adiviesns Oeinatyets vases:a ies coton)
au 1 Chae1 SohWw Urine osmsianieyBC HIER cae cectprocs of che myarosen ion concencestionoo © ir Thien
wh 1 iewaneswh besBo 1 urbtiinogenwo 1 Urine iuieieeeT UERS peoveds

Individual Urine Micxoscopt maminacion Values:srt pinta tenisDoc 1 Eine unieebasscents. ac 1 iin tea bies sells .
| RD hora cyeeets| WD imeergaiees| nD em

|

| ~
| “ompany Sanltized. Doss not contain TSCA CBI

| —_— Tw:
|
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INDIVIDUAL ANIMAL CLINICAL PATHOLOGY DATA

EXPLANATORY NOTES (Continued)

When individual anisal data are not reported, it may be dus to one of the following reasons orother Teasons. lL of which sre cuplaired in the study recores
the sample was clotted (cuom)there was insutiicient sample for testing (aS)VATA eputt could not be abteinea. (A)The’ aampie vas not suivable for testingthe anfral dled prior to sample otisction£0 aampie was available for Testing (WR)
When an tndividual observation vas recoxded as being less than a certain value, calculations vere
portomed on hai the recorded value. Tor example, Af bilirubin as reported ae <0.3, 0.03 wasea Eor any calculations perforeed vith that BILLRUbLN daca.

~~

~~

Company Sanitized. Dos nol contain TSCACBY
| ET
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| APPENDIX I

| Individual Animal Final Body and Organ Weights
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APPENDIX J—~
Individual Animal Pathology Data
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—

INDIVIDUAL ANIMAL PATHOLOGY DATA—INDIVIPUALANIMALPATHOLOGYDATA =~

KEY TO APPENDIX
sas1on cuonia:
Histopathology changes are described according to thei morphologic character, distribution andee Te Gluten eaten of issue volvement) Le: indisaces, Whers Spprobrister bySCAELC: such Sa" focul, multifocal, tions, unilateral; Bilateral: sve. a sovevicy sever Lfoproprisce, fa alec assigned as soilovs

WODOL: The snout of change present barely exceeds that Which ia considered to be withinToteal Yimin
azo In general, che lesion is easily ldencifisd but of limited severity. Tha lesionFrobaLiy des ot produce any Sinctionsi sopatiment.
WOBATE: The lesion ie prominent but chere is ignition potential for increased severity.LiRscad Chasse" or organ dysfunction 15 possible
SEVERE: The degres of change fo either as completo ss considered possible or great enoughyor tent o0 ect ofont stan avon ox exon Sysfunition

Grades sinisal chrough severe ceprosent progressive imclvensnt severity along a contimium vithSi ei leg Tel Te TeTer Se She STE
—_ Heatten on wei

Gross observations Listing multiple sasses for a tissue ave distinguished vith letters (i.e., A,Senne o mites oe

|

||

Company Sanflized. Pos nt contain TSCA CBI_———TTTh
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—
Individual Animal sashology Daca

Dose Group 1 0 sake sex: wales
Radeai wat Hicroscopis © wacroscopie Findings

ses732 Termin Seeritic ITed on Duy + 33Rotel $5 Slfnaa’oes trom necropsy
Gross sathotosy ©

Wo Macroscopic Abmormaticy ObservedLivan, KIS, THIGHS Gwe, kan, TEETH
Hstepathotony ©

WRATOPOIESIS, BTRMEDLLARY, minisal.
Wo Microscoptc Abmorsaiicy Observed +KibvEvS, ROHS GL, SK, TERT

asm Terminal sacriiceKili en by £53Tonal 53 offnea cee trom necropey
Gross pathology

Wo Maczoacoptc Amoraatsey observedLiven. Fim, Tethcto Sue, ska, TERT
—

~~ BATOROTESIS, BXTRUGNLLARY, sinisal.
Er ——665733 Continued on’ She me Bae on

—~

Company Sanitized. Doo not contain TSCA CBI
— ms

ee
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Sndividual Animal Satholosy Data
Dose Grow: 1 0 ma/kg sex: tales
nial Rat Microscopie & Macroscopic Findings
pr Continued fron previous page

Hstopatholony ©
Mo Microscopic Abnormality Observed"TRVROTD GLAND, SKIN, TEETH

ses Torsinal sacrificeiiiied on Day + 39
Rninl {6 signed oft trom necropsy

Gross sachology
Yo Macroscopic Abmormality observed"LEVER, FINES, THYROID GLAD, SKIN, TEETH

Histopathology :

IFLBTION, SUBACUTE/CHRONIC, FOCAL, mininal.FEGTOROIESTS, EXTRAMEDULLARY, sinieai.
NEGHROPATIY, CHRONIC PROGRESSIVE, minimal.

Ho Microscopie Abaommality Observed"TRVROTD GLAND, SKIN, TEETH
assis Terminal sacriticeie"en Day © 0—_ Aninal is signed oft rom necropsy

ross pacholosy ©
Ho vacroscopic Abnormality ObservedLEVER, KINEYS, THROLD GLAND, SKON, TEETH

665735 Continued on the hext page -o:

~~

‘Company Sanitized. Dos not contain TSCA CBI
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~ Inatvidunl Anteal Pathology Data
Dose Group + 1 0 sg/kg Sex: Males 3
Animal Ref | Microscopic & Macroscopic Findings
65735 Continued from previous page

[re——

‘aroporests, BXTRMENLLARY, minisINFLOBATION, ‘SUBACUTE/CHRGNIC, FOCAL, minieal.
No Microscopic Abnormality observed «KEoNEYS, TYROS GLAND, SKIN, TEETH

sess Terainal sacriticeKilled on Day + 29nina Ss sibned ote from necropsy
Gross pacholoay +

No Macroscopic Abnormality Observed ©"LEVER, FINEYS, THYROID GLAD, SKIN, THE
Histopathology :

HENATOPOTESIS, EXTRAMEDULLARY, minimal.wows +
‘NECHROBATIY, CHROVIC PROGRESSIVE, minisal.

Fo Microscopic Abnormality Observed ©
~ "TROD GLAD, SKIN, TEETH

~~ :

Company Sanifiznd, Moos nat cantain TSCA CBI
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PS
Individual Animal Pathology Data

Dose Group + 1 0 sak sex: ales
nial Rat Microscopie & Macroscopic Findings
Ge Continued from previous pede

tetopatholosy ©
Ho Microscopic Abnormality observed :KIDNEYS, THYROID GLAD, SKIN, TEETH

sess Terminal sacrificeKilled on Day + 29nina is signed off from necropsy
Gross Pathology +

Ho Macroscople Abnorsaliy Observed :LEVER, KIDNEYS, TROL GLAD, SKIN, TEETH
[r—_

vemMACROPHIGES, PIGMENTED, FOCAL, minimalHRATOPOTESIS, EXTRMEGLLARY, inisal.INFLAGGATION, ‘SUACOTE/CHRCNIC, POCAL, minimal.Keows +WEAROPATY, CHRONIC PROGRESSIVE, minimal
Ho Microscopie Abnormality observed“THIRORD GLAD, SKIN, EET

assra0 Tersinal sacrifice—_ Ki1ied en Day + 39Anisal is signed off rom necropsy
axons pashotogy :

Ho Macroscopic Abmormalicy Observed"LIVER, FIDKEYS, THYROID GLAD, SKIN, TESTH665740 Continued on the hex: page

|| ‘Company Sanitized. Does not contain TSCA CB!
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